WHAT TS CT .AIMED IS ; 



1 . Chemokine peptide 3, a Variant, or a derivative thereof. 



2. Chemokine peptide 2, a vkriant, or a derivative thereof. 



3. The peptide of claim 1 whdtrein the chemokine is not IL8 or NAP-2. 

4. The peptide of claim 1 which is a variant of peptide 3[MCP-1]. 

5. The peptide of claim 4 which Vs Leujlenpeptide 3(3-1 2)[MCP-1]. 
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6. The peptide of claim 1 or 2 whjch is a CC chemokine. 



7. The peptide of claim 6 where 



je CC chemokine is MCP-1, RANTES, 
MCP-2, MCP-3, MCP-4, eo/a^irlxJ^IPla, MIPip, LARC, 1309, HCC-1, 
TARCorCkpg. 

\l 

8. The peptide of claim 1 or 2 which Is a CXC chemokine. 

9. The peptide of claim 8 wherein the CXC chemokine is IP-10, PF-4, SDF-1, 
NAP-2, GROa, GROP, GROy or ENA78. 



10. The peptide of claim 8 wherein the CXC chemokine is IL-8, IP- 1 0, SDF- 1 , 
PF-4, NAP-2, GROa, GROP, GROy, W-2 or ENA78. 

11. A CRD derivative of chemokine peptid^3 or a variant thereof 
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The derivative of claiir^^l 1 which is CRD-CySisLeuJlenpeptide 3(3- 
12)[MCP-11. 

A CRD derivative of chembkine peptide 2 or a variant thereof 



A compound of formula (IV]|: 
O R' 



O 



Os 



,R2 



,R3 (IV) 



O 



wherein R' is aryl, heteroaryl, ciumaryl or chromanyl; wherein R' is 
N(R'')(R''); wherein R^ is N(R')(R"'); wherein Y is oxo or thioxo; wherein Z is 
(C,-C,o)alkyl; wherein R'-R"* are ^ch independently hydrogen, (C,-C,o)alkyl, 
(C,-C,o)alkanoyl, phenyl, benzyl i phenethyl; or wherein R" and R^ or R"= 
and R^ together with the nitrogen lo which they are attached form a 
pyrrolidino, piperidino or morpholL ring; or a pharmaceutically acceptable 
salt thereof. 



A 



A compound of formula (V): 



R4> 



V 



R5 



O' 



R8 



wherein R* is NR^; wherein R' is NR^L wherein R« is NR^R^; wherein R^ 
is NR^R,; wherein R« is hydrogen, hydroxV, (C,-C,o)alkyl, (C3-C6)cycloalkyl, 



172 



(C3-Q)cycloalkyl(^yQ)alkyl, (C,-C,o)alkoxy, (C3-Q)cycloalkyl(C.- 
C6)alkoxy, NR,R„ th\ N-terminal residue of an amino acid or a peptide of 2 
to about 25 amino acild residues; wherein R„ R„ Ro, and are each 
hydrogen; wherein R^re K are each independently hydrogen, acetyl, (C,- 
C,o)alkyl, (C3-Q)cyclo W, propoxy, butoxy, rerr-butoxycarbonyl, 
9-fluorenylmethoxycarbLl, the C-terminal residue of an amino acid or a 
peptide of 2 to about 25 aLino acid residues; wherein R., and R, are each 
independently hydrogen, (Lc,o)alkyl, or (C3-Q)cycloalkyl; and wherein R, 
are R, are each independentW hydrogen, (C,-C,o)alkyl, (C3-Q)cycloalkyl, 
(C3-Q)cycloalkyl(C,-Q)alkll, phenyl, benzyl, or phenethyl; or a 
pharmaceutically acceptable kalt thereof. 



16. A compound of formula (VI): 



Rl 





,R14 
O (VI) 

wherein R'°is NR'R^; R" is aikli|teroaryl, aryl(C,-C3)alkyl, heteroaryl(C,- 
C3)alkyl, coumaryl, coumaryl(C, Alkyl. chromanyl or chromanyl(C,- 
C3)alkyl; wherein any aryl or hete/o Ll group, or the benz-ring of any 
coumaryl or chromanyl group n/y oLnally be substituted with one. two or 
three substituents selected from the grWp consisting of halo, nitro, cyano, 
hydroxy, (C,-Q)alkyl, (C,-Q)alkoxy, k-Q)alkanoyl, (C,-Q)alkanoyloxy, 
.C(=0)(C.-C,)alkoxy, C(=0)NR^\ nW; R'^ is (C,-Q)alkyl; R" is (C,- 
C,o)alkyl, (C3-Q)cycloalkyl, (C3-C,)cycl Wc.-Q)alkyl, (C,-C,o)alkoxy, 
(C3-Q)cycloalkyl(C.-Q)alkoxy, hydroxy,W N(R»)(R^); R'^ is (C.-C,o)alkyl, 
(C3-Q)cycloalkyl, (C3-Q)cycloalkyl(CrQ\alkyl, (C,-C,o)alkoxy, (C3- 
C,)cycloalkyl(C,-Q)alkoxy or N(R')(R''); yVs 0x0 or thioxo; and wherein 
R»-R are each independently hydrogen, (C,-C,o)alkyl, (C,-C,o)alkanoyl, 
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17. 



7 



phenyl, benzyl, or phejMiyl; or r and R^ and R' and R^ R« and R*^ or 
R and Rj together wili Mt nitrogen to which they are attached form a ring 
selected from pyrrolidln^^, piperidino, or morpholino; or a pharmaceutically 
acceptable salt thereof. 

A method of preventing or inhibiting an indication associated with a 
chemokine-induced Activity, comprising: administering to a mammal 
afflicted with, or at isk of, the indication an amount of a chemokine peptide 
3, a chemokine peritide 2, a variant thereof, a derivative thereof, or a 
combination therebf, effective to prevent or inhibit said activity, wherein the 
chemokine is no/lL8 orNAP-2. 



18. 



A method to inhibit the activity of more than one chemokine, compnsmg: 
administering to a mammal in need thereof an effective amount of a 
chemokine peptide 3, a cheVnokine peptide 2, a variant thereof, a derivative 
thereof, a compound of fonkuk (IV), a compound of formula (V), a 
compound of formula (VIl Ar i combination thereof. 



19. 



20. 



A method to increase or ei^aiMb a chemokine-associated inflammatory 
response in a mammal, comprising: administering to the mammal an 
amount of a chemokine peptide^, a variant thereof, a derivative thereof, or a 
combination thereof effective toWrease or enhance said response. 

A method of preventing L inhibiting an indication associated with 
hematopoietic cell reci^tment, comprising: administering to a mammal at 
risk of, or afflicted with, the indication an effective amount of a chemokine 
peptide 3, a chemoki/e peptide 2, a variant thereof, a derivative thereof, a 
compound of formi/a (IV), a compound of formula (V), a compound of 
formula (VI), or afcombination thereof 
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21. A method of preventing or inhibiting an indication associated with histamine 
release from basophils or mast cells, comprising administering to a mammal 
at risk of, or afflicted with, the indication an effective amount of a 
chemokine peptide 3, a chemokine peptide 2, a variant thereof, a derivative 
thereof, a compound of formula (IV), a compound of formula (V), a 
compound of formula (VI), or a combination thereof. 

22. A method to modulate the ohemokine-induced activity of hematopoietic 
cells at a preselected phviftological site, comprising: administering to a 
mammal a dosage fonh comprising an effective amount of a chemokine 
peptide 3, a chemoJGne peptide 2, a variant thereof, a derivative thereof, a 
compound of foitaula (IV), a compound of formula (V), a compound of 
formula (VD/Sr a combination thereof, wherein the dosage form is linked to 
a site targgfiing moiety. 

23 . A method to augment an imnlone response, comprising: administering to a 
mammal an immunogenic moj^and an amount of a chemokine peptide 2, a 
variant thereof, a derivative thlrekr^compound of formula (IV), a 
compound of formula (V), a c|yp9<(nd of formula (VI), or a combination 
thereof, wherein the amount is effective to augment the immune response of 
the mammal to the immvmogenic moiety. 

24. A therapeutic method to prevent or treat a vascular indication, comprising: 
administering to a mammal in need of such therapy an effective amount of a 
chemokine peptide 3, a chemokine peptide 2, a variant thereof, a derivative 
thereof, a compound of formula (TV), a compound of formula (V), a 
compound of formula (VI), or a combination thereof, wherein the indication 
is coronary artery disease, myocardial infarction, unstable angina pectoris, 
atherosclerosis or vasculitis. 
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A therapeutic method to prevent or inhibit lentiviral infection or replication, 
comprising: administering to a mammal in need of such therapy an effective 
amount of a chemokine peptide 3, a chemokine peptide 2, a variant thereof, a 
derivative thereof, a compound of formula (IV), a compovmd of formula (V), 
a compotmd of formula (VI), or a combination thereof. 

The method of claim^ wherein the lentivirus is HIV. 

The method of claim 26 fiirther comprising administering an antiviral agent 
before, during and/or after the administration of the peptide, a variant 
thereof, derivative thereof, the compound of formula (IV), the compound of 
formula (V), the compound of formula (VT), or a combination thereof. 

A therapeutic method to prevent or treat low bone mineral density, 
comprising: administering to a mammal in need of such therapy an effective 
amount of a chemokine peptide 3, a chemokine peptide 2, a variant thereof, a 
derivative thereof, a compound of formula (IV), a compound of formula (V), 
a compound of formula (VI), or a combination thereof 

A method of inhibiting a parJsitic infection in a vertebrate animal, 
comprising: administering taSie animal an effective amount of a 
chemokine peptide 2, a vari|i^t 1 ^eof, a derivative thereof, or a combination 
thereof. 

The method of claim 29 whereii^the animal is a human with malaria. 

A therapeutic method to prevent or treat an autoimmune disease, comprising: 
administering to a mammal in need of such therapy an effective amount of a 
chemokine peptide 3, a chemokine peptide 2, a variant thereof, a derivative 
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thereof, a compound of formula (IV), a compound of formula (V), a 
compound of formula (VI), or a combination thereof. 



A method of suppressing tumor growth in a vertebrate animal, comprising: 
administering to said vertebrate an effective amount of a chemokine peptide 
3, a chemokine peptide 2, a variant thereof, a derivative thereof, a compound 
of formula (IV), a compound of formula (V), a compound of formula (VI), or 
a combination thereof. 

A method for preventing or treating psoriasis in a mammal, comprising: 
administering to the mammal an effective amount of a chemokine peptide 3, 
a chemokine peptide 2, a variant thereof, a derivative thereof, a compound of 
formula (IV), a compound of formula (V), a compound of formula (VI), or a 
combination thereof. 

A method to increase or enhanc/ hematopoietic cell-associated activity at a 
tumor site, comprising: admfaistering an effective amount of a chemokine 
peptide 3, a chemokine nd^tide 2, a variant thereof, a derivative thereof, a 
compound of formula^, a compound of formula (V), a compound of 
formula (VI), or a combination thereof. 

A method to enhance wound healing, comprising: administering an effective 
amount of a chemokine peptide 3, a chemokine peptide 2, a variant thereof, a 
derivative thereof, a compound of formula (IV), a compound of formula (V), 
a compound of formula (VI), or a combination thereof. 

A method of treating a mammal afflicted with, or at risk of, an indication 
associated with chemokine-induJblactivity, comprising: administering to 
the mammal an effective amountMaicompound of formula (IV): 



O Rl 

.A. 



.R2 
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wherein R' is aryl, heteroaryl, couAiaryl or chromanyl; wherein R' is 
N(R'')(R'>); wherein R' is N(R')(R'')1 wherein Y is oxo or thioxo; wherein Z is 
(C,-C,o)alkyl; wherein R'-R"* are eaih independently hydrogen, (C,-Cio)alkyl, 
(C,-C,o)alkanoyl, phenyl, benzyl or bhenethyl; or wherein R* and R^ or R^ 
and R^ together with the nitrogen tolwhich they are attached form a 
pyrrolidino, piperidino or morpholin^ ring; or a pharmaceutically acceptable 
salt thereof. 



37. A method of treating a mammal afflictbd with, or at risk of, an indication 
associated with chemokine-induced acivity, comprising: administering to 
the mammal an effective amount of a cUipound of formula (V): 



R4> 



R7 



O' 



.R6 



Rg 



wherein is NR^; wherein R^ is NR„R„; whereL R^ is NR^R^; wherein R^ is 
NR^R,; wherein R" is hydrogen, hydroxy, (CrC,o)aWl, (C3-Q)cycloalkyl, (C3- 
Q)cycloalkyl(C,-Q)alkyl, (C.-C,„)alkoxy, (C3-Q)cicloalkyl(C.-C,)alkoxy, NR,R., 
the N-terminal residue of an amino acid or a peptide bf 2 to about 25 amino acid 
residues; wherem R,, R,, and R^ are each hydrogej: wherein are R„ are each 
mdependently hydrogen, acetyl, (C,-C,o)alkyl, (C3-ciycloalkyl, propoxy, butoxy. 
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fgr/-butoxycarbonyl, 9-fllaorenylmethoxycarbonyl or the C-terminal residue of an 
amino acid or a peptide 0^2 to about 25 amino acid residues; wherein and R, are 
each independently hydrdAen, (CrC,o)alkyl, or (C3-Q)cycloalkyl; and wherein R, 
are are each independently hydrogen, (C,-C,o)alkyl, (C3-C6)cycloalkyl, (Cj- 
Q)cycloalkyl(C,-C6)alkyl, l^henyl, benzyl, or phenethyl; or a pharmaceutically 
acceptable salt thereof. 



38. A method of treating aVnammal afflicted with, or at risk of, an indication 
associated with chemoldne-induced activity, comprising: administering to 
the mammal an effectiveWnount of a compound of formula (VI): 



Rii 



Rl 




.R14 
O (VI) 
1, heteroaryl, aryl(C,-C3)alkyl, heteroaryl(C,- 



coumaryl or chromanyl 
three substituents selec 
hydroxy, (Ci-C6)alkyl, 



wherein R'° is NR*Rj;R" is 

-C3)alkyl, chromanyl or chromanyl(C,- 
C3)alkyl; wherem any aijyl f)T hJ|teroaryl group, or the benz-ring of any 

optionally be substituted with one, two or 
le group consisting of halo, nitro, cyano, 
, (C,-C6)alkanoyl, (C2-C6)alkanoyloxy, 
-C(=0)(C,-C6)alkoxy, C(=0)NRy , NR^R'; R*' is (C,-C6)alkyl; R'' is (C,- 
C,o)alkyl, (C3-Q)cycloalkyl, (C3-a)cycloalkyl(C,-Q)alkyl, (C,-C,o)alkoxy, 
(C3-Q)cycloalkyl(C,-Q)alkoxy, hydroxy, or N(R'')(R''); R'^ is (C,-C,o)alkyl, 
(C3-Q)cycloalkyl, (C3-Q)cycloalky\(CrQ)alkyl, (C,-C,o)alkoxy, (C3- 
C6)cycloalkyl(C,-C6)alkoxy or N(RW); Y is 0x0 or thioxo; and wherein 
R"-Rj are each independently hydrogel (C,-C,o)alkyl, (C,-C,o)alkanoyl, 
phenyl, benzyl, or phenethyl; or R" md^\ R'and R^ R' and R^ R« and R^ or 
R' and R" together with the nitrogen to which they are attached form a ring 
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selected from pyrl^lidino, piperidino, or morpholino; or a pharmaceutically 
acceptable salt thei 

39. An immunogenic iouWsition comprising an immunogenic moiety and an 
amount of a chemoki)fe peptide 2, a variant thereof, a derivative thereof, a 
compound of formulaW), a compound of formula (V), a compound of 
formula (VI), or a combtaation thereof. 

40. A therapeutic method to prevent or treat asthma, comprising: administering 
to a mammal in need of such therapy an effective amount of a chemokine 
peptide 3, a chemokine peptide 2, a variant thereof, a derivative thereof, a 
compound of formula (lY), a compound of formula (V), a compound of 
formula (VI), or a combination thereof. 

41 . The method of claim 17 wherein the amount inhibits a product or 
intermediate in the arachidonic acid pathway. 

42. The method of claim 4+'wherein leukotriene is inhibited. 
43 The method of claim 41 wherein thromboxane is inhibited. 

44. The method ofclaim^twherein prostaglandin is inhibited. 

45. A method of preventing or inhibiting an indication associated with elevated 
TNF-a, comprising: administering to a mammal afflicted with, or at risk of. 
the indication an effective amount of a chemokine peptide 3, a chemokine 
peptide 2, a variant thereof, a derivative thereof, a compound of formula 
(IV), a compound of formula (V), a compound of formula (VI) or a 
combination thereof. 
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A peptide that indi&es the amino acid sequence KXK, which is a chemokine 
antagonist, activates TGF-beta, or a combination thereof. 

CRD-CysnLeu4l||b„Aide3(3-12)[MCP-l]. 

A therapeutic method to prevent or treat organ transplant rejection, 
comprising: administering to a mammal in need of such therapy an effective 
amount of a chemokine peptide 3, a chemokine peptide 2, a variant thereof, a 
derivative thereof, a compound of formula (IV), a compound of formula (V), 
a compound of formula (VI), or a combination thereof 

A therapeutic method to prevent or treat rheumatoid arthritis, comprising: 
administering to a mammal in need of such therapy an effective amount of a 
chemokine peptide 3, a chemokine peptide 2, a variant thereof, a derivative 
thereof, a compound of formula (IV), a compound of formula (V), a 
compound of formula (VI), or a combination thereof 

A therapeutic method to prevent or treat allergy, comprising: administering 
to a mammal in need of such therapy an effective amount of a chemokine 
peptide 3, a chemokine peptide 2, a variant thereof, a derivative thereof, a 
compound of formula (IV), a compound of formula (V), or a compound of 
formula (VI), or a combination thereof. 

Use of a chemokine peptide 3, a chemokine peptide 2, a variant thereof, a 
derivative thereof, a expound of formula (IV), a compound of formula (V), 
or a compound of forrtRlla (VI), or a combination thereof for the manufacture 
of a medicament forVie Latment of a pathological condition or symptom in 
a mammal which is ai^o|iWd with a chemokine-induced activity. 
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L mammal which is a^qfciated with a chemokine-induced activity. 

y 




